A uthors' reply: We are grateful for the correspondents' interest in our descriptive study of noninferiority trials. 2 -4 Regarding discordant results between analyses, both of our results reinforce the observation that the theoretical claim that PP analyses are more conservative than ITT analyses is empirically ungrounded. Ideally, both PP and ITT methodologies should be carefully described and reported with an a priori plan for handling discordant results when they occur. Vach et al. highlight our finding that a fundamental ethical tenet of noninferiority trials, namely that the NT (new treatment) have some secondary benefit, is frequently unmet. We regret that we neglected to reference their systematic review of this specific issue, which showed similar results to ours.
A uthors' reply: We are grateful for the correspondents' interest in our descriptive study of noninferiority trials. 1 Turgeon et al. have retrospectively extended the part of our analysis comparing ITT (intention-to-treat) and PP (perprotocol) methodologies to 2004. While we found that 64% of trials in our cohort from 2011 to 2016 reported both ITT and PP analyses, they found that only 45% of trials in the same journals between 2004 and 2014 reported both analyses. These results are consistent with those found in other reports, with modest increases over time in the reporting of both analyses.
2 -4 Regarding discordant results between analyses, both of our results reinforce the observation that the theoretical claim that PP analyses are more conservative than ITT analyses is empirically ungrounded. Ideally, both PP and ITT methodologies should be carefully described and reported with an a priori plan for handling discordant results when they occur. Vach et al. highlight our finding that a fundamental ethical tenet of noninferiority trials, namely that the NT (new treatment) have some secondary benefit, is frequently unmet. We regret that we neglected to reference their systematic review of this specific issue, which showed similar results to ours. 5 In their study, 51% of trials explicitly reported the purported secondary advantages of the NT, and an additional 25% vaguely or indirectly mentioned secondary advantages. The corresponding percentages in our trial were 70 and 20%. In their article, Vach et al. propose the integration of measures of benefits and harms of NT versus active control in a manner consistent with expected utility theory. This approach, which can be adapted at the level of the patient or the population, holds promise for shared decision-making using the results of randomized trials of all types. Application of these methods will be facilitated by reliable estimates of effects from well designed and executed trials, and from a focus on actual confidence intervals of beneficial and harmful effects, rather than arbitrary and potentially misleading conclusions such as Bnoninferior^or Binconclusive.Ĉ orresponding Author: Scott K. Aberegg, MD, MPH; Division of Pulmonary and Critical Care Medicine University of Utah School of Medicine, Salt Lake City, UT, USA (e-mail: scottaberegg@gmail.com).
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